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Attention: Docket ID Number OPP-2003-0186

Federal Register: May 30, 2003 (Volume 68, Number 104, Notices, Page 32488-32490
These comments are submitted by regular mail to the above address, and by email to opp-
docket@epa.gov

Dear Sir or Madam:

These comments are being submitted on behalf of public health-related
organizations concerned about the human health and environmental risks of the herbicide,
atrazine. Atrazine is one of the most commonly used agricultural chemicalsin the US,
and pollutes waterways throughout the country, including many of those from which
communities obtain drinking water. We appreciate the time the members of the Scientific
Advisory Panel (SAP) have taken to review this important issue. We appreciate the
opportunity to provide comments to the SAP, and hope that they will provide helpful
guidance and suggestions as the panel members consider the cancer risk of atrazine.

1. We urge the SAP to recommend using the 2003 Draft Final “Guidelines for
Carcinogen Risk Assessment” to evaluate the cancer effects of atrazine. These
guidelines were approved by the Scientific Advisory Board at their meeting in
May 2003. The SAB also recommended that the Agency finalize the guidelines
and begin to use them as rapidly as possible.'

2. We urge the SAP to recommend classifying atrazine as a “likely” human
carcinogen, based on sufficient evidence of carcinogenicity in animals studies,
evidence that atrazine causes events generally known to be associated with tumor
formation, and suggestive evidence in humans of an association between atrazine
and cancer.

Below is abrief overview of the scientific evidence supporting the conclusion that
atrazine isa“likely” human carcinogen, along with the underlying references:



Evidence of carcinogenicity in animal studies

There are data suggesting that atrazine may act to cause cancer in animals by
disrupting hormonal cycles, resulting in delayed or disrupted development of
reproductive organs. This may extend the window of vulnerability for the affected
organs, making them more susceptible to carcinogens. In studies feeding rats atrazine,
early onset mammary tumor and pituitary tumors were observed, associated with early or
severe estrous cycle disruption. " In more recent work, EPA scientists reported that rats
exposed in utero to atrazine had delayed mammary bud outgrowth, and an increase in
multiplicity and volume of tumors after exposure to another carcinogen. The authors
suggest that by delaying mammary gland development, gestational atrazine exposure
increases the susceptibility of female ratsto carcinogens, perhaps, by extending the
period of vulnerability."

Evidence that atrazine acts as an endocrine disruptor, and that through thisaction is
likely to cause events associated with tumor formation.

The Scientific Advisory Board (SAB) reviewed the 2003 Supplemental Guidance for
Assessing Cancer Susceptibility from Early-Life Exposure to Carcinogens in June of this
year. The SAB recommended that the EPA make their guidance even more protective of
early-life stage exposures to endocrine disrupting chemicals. The SAB recognized that
“[i]t islikely that early-life stages have windows of susceptibility to carcinogens acting
through endocrine disruption”."” The SAB stated that there is reason to believe that
hormonal agents can be more potent carcinogens when exposure occursin early-life
stages than in later-life stages alone. This raises significant concern, when considering all
the data demonstrating endocrine disrupting effects of atrazine. For example, when
nursing rats were treated with atrazine the male pups developed prostate gland
inflammation.” Unfortunately, this experiment was not continued to see if prostatitis
would proceed to prostate cancer. Treatment of male and female rats with atrazine from
weaning until puberty resulted in delayed sexual maturity.” In two separate laboratories it
was reported that testosterone levels were reduced™ and sperm motility was reduced, in
atrazine-exposed rats.™" It was reported in three separate laboratories that frogs living in
atrazine-laced water had gonadal deformities, including hermaphroditism.™



Evidence in humans of an association between atrazine and cancer

A recent study of Hispanic farm workers show increased prostate cancer associated
with high atrazine exposure. This study reportsthat Hispanic farm workers with elevated
exposure to triazine herbicides (simazine) experienced elevated risk of prostate cancer
compared to workers with lower levels of exposure. Risk of prostate cancer was
increased approximately 50-80% in the higher use quartiles. The authors report that the
relationship was statistically significant in men with more advanced disease at diagnosis
(N=94, OR=2.16, 95%CIl=1.15-4.04).

Triazine exposures associated with a two or three-fold increase in ovarian cancer in
exposed women was reported in a population-based study in Italy. Although this study
population was small (65 women and 126 controls), the findings were statistically
significant, and deserve consideration. Notably, these findings support the findings
below, from the National Cancer Institute Agriculture Health Study.

The National Cancer Institute Agriculture Health Sudy reports a significant
association between female pesticide applicators in lowa and North Carolina and
ovarian cancer.” While the effect is not directly attributable to any single chemical, large
amounts of atrazine are used in the Midwest. 7-8 million pounds of atrazine are applied
annually in lowa, and approximately half-million pounds in North Carolinain 2001."
These findings will be published in the Scandinavian Journal of Work Environment and
Health.

A recently published industry-sponsored study find workersin the atrazine
manufacturing plant have elevated prostate and other cancers. EPA and several
independent epidemiologists reviewed an occupational study of workers a an arazine
manufacturing plant that found an increase in prostate cancer. EPA concluded that the
study is unable to show that atrazine is or is not the cause of the observed cancers.
However, we suggest that an elevation of prostate cancer six-fold above background may
be significant, and should not be dismissed on the unsupported hypothesis that the
cancers are due to increased PSA-screening of employees.

Thank you for your consideration of these comments.
Sincerely,

Don Hoppert
Director of Federal and Congressional Affairs
American Public Health Association

Daniel Swartz
Executive Director
Children's Environmental Health Network

Susan West Marmagas, MPH
Director, Environment and Health Program
Physicians for Social Responsibility
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